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CLAIMS 



is claimed is: 

A method of detecting and/or identifying an agent which binds to mammalian 
Bonzo or a ligand-binding variant thereof comprising combining: 

a) a reference agent that binds mammalian/Bonzo, 

b) a test agent, and / 

c) a composition comprising mammalian Bonzo or a ligand-binding variant 



thereof under conditions suitable for binding of said reference agent to 
said Bonzo or ligand-binding variant thereof; and 
detecting or measuring the formation of a complex between said 
reference agent and said Bonzo or a ligand-binding variant thereof, wherein a 
decrease in the formation of said opmplex relative to a suitable control indicates 
that said test agent binds to said Bonzo or to a ligand-binding variant thereof, 
and wherein said reference agent is ribt-platelet factor-4. 

The method of Claim 1 wh/i/ein said reference agent is a natural ligand for said 
Bonzo or a receptor-bindmg variant thereof. 

The method of Claim/l wherein said reference agent is SExCkine or a receptor- 
binding variant thereof. 

The method of Claim 1 wherein said reference agent is an antibody which binds 
to said Bonzoyor an antigen-binding fragment thereof. 




The method of Claim 1 wherein said reference agent comprises a detectable 
label. / 
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The method of Claim 5 wherein said label is selected from the group consisting 
of a radioisotope, an epitope, an affinity label, an enzjpne, a fluorescent group 
and a chemiluminescent group. 

The method of Claim 1 wherein said composition/comprising mammalian 
Bonzo or ligand-binding variant thereof is a cell/(hat expresses mammalian 
Bonzo. 

The method of Claim 7 wherein said cell is/a recombinant cell. 
The method of Claim 7 wherein said cell is a cell line. 



The method of Claim 1 wherein sum composition comprising a functional 
mammalian Bonzo or ligand-binGling Variant thereof is a membrane preparation 
of a cell that expresses mammalifanBwzo or ligand-binding variant thereof. 



A method of detecting and/or identifying an antagonists of mammalian Bonzo 
comprising combining: 

a) a cell expressing mammalian Bonzo or a ligand-binding variant 
thereof; 

b) a ligand of promoter of said Bonzo; and 

c) an agent/to be tested, under conditions suitable for detecting a 
ligandy or promoter-induced response; and 

determining me ability of the test compound to inhibit said response, 
wherein inhibition yof a ligand- or promoter-induced response by the agent 
indicates that the Agent is an antagonist, and wherein said ligand or promoter is 
not platelet factpr-4. 



The method of Claim 1 1 wherein said cell is a recombinant cell. 
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The method of Claim 12 wherein said recombinant cell expresses human Bonzo. 



The method of Claim 1 1 wherein saicKligand or promoter is SExCkine 



The method of Claim 1 1 wherein 
consisting of Ca 2+ flux, chemota; 



^onse is selected from the group 
exocytosis and respiratory burst. 



A method of detecting a mammalian Bjmzo or portion thereof in a biological 
sample, comprising: 

a) contacting a biological sample with a Bonzo binding agent, under 
conditions appropriate fpr binding of said agent to mammalian Bonzo or 
a portion thereof; anc 

b) detecting binding off said agent thereto; 

wherein the binding of^aid agent indicates the presence of said Bonzo or portion 
thereof, and whereiiVsaid Bonzo binding agent is not platelet factor-4. 



The method orciaim 16 wherein the l/iological sample is of human origin. 




The method of Claim 16 wherein sJMJ^nding agent is an antibody which can 
inhibit the binding of ligand to BcMzo or an antigen-binding fragment thereof 
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19. The method of Claim 1 8 wherein said antibody or antigen-binding fragment 
thereof is selected from the group consisting of: 
mAb 4A1 1, mAb 7A2, mAb/7F3; 



a), 
b) 

c) 

d) 



an antibody which can compete with mAb 4A1 1, mAb 7A2 or mAb 7F3 
for binding to mammalian Bonzo; 

antigen-binding fragmen^ofj[a) or (b) which bind mammalian 
Bonzo or a portion tfa^rgoi^and 
combinations of the/foregoing . » 



□ 

i 



w 

2 



m 

HI 



20. The method of Claim Ip wherein said binding agent is SExCkine or a receptor- 
1 0 binding variant therec 

21. An antibody or antigen-binding fragment thereof which binds mammalian 
Bonzo and inhibits the binding of ligand to said Bonzo. 

22. The antibody or antigen-binding fragment of Claim 21 wherein said mammalian 
15 Bonzo is human Bonzo. 

23. The antibody or antigen-binding fragment of Claim 21 wherein said ligand is 
SExCkine. 
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24. 

<3 * 
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The antibody or antigen-binding fragment of Claim 21 wherein said antibody or 
antigen-binding fragment inhibits ^cellular response to binding of ligand to said 
Bonzo in an in vitro assay withr an IC 50 of less than about 8 ]ag/mL. 



25. The antibody or antigen-binding fragment of Claim 24 wherein said cellular 
response is selected from the group consisting of Ca 2+ flux, chemotaxis, 
exocytosis and respiratory burst. 
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26. The antibody or 
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binding fragment of Claim 24 wherein said cellular 



response lsjenemotaxis 




ru 



27. The antibody or antigen-binding fragment of Claim 21/wherein the binding of 
said antibody or said antigen-binding fragment to Bonzo can be inhibited by an 
antibody selected from the group consisting of mA'b 4A1 1, mAb 7A2 and mAb 
7F3. 



28. 



29. 



10 



34. 
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An antibody produced by murine hybridonja 4A1 1 or an antigen-binding 
fragment thereof. 

An antibody produced by murine hybridoma 7A2 or an antigen-binding 
fragment thereof. 




30. An antibody produced by mu/me hybridoma 7F3 or an antigen-binding fragment 
thereof. 

3 1 . Murine hybridoma 4 A^l 

32 . Murine hybridomaf 7 A2 . 
15 33. Murine hybriefoma 7F3 . 
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An isolated cell which produces an antibody or antigen-binding fragment thereof 
that binds to mammalian Bonzo and inhibits the binding of ligand to said Bonzo. 

The isolated cell of Claim 34 wherein said antibody or antigen-binding fragment 
inhibits a cellular response to binding of ligand to said Bonzo in vitro assay with 
an IC 50 of less,than about &>ig/mL. 
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>^ a^ 36 - The isolate( J cel1 of Claim 35 wherein said cellular response is selected from the 

eft ^ / s x 

' %r group consisting of Ca 2+ j2ux, chemotaxis, exocytosis and respiratory burst. 



37. The isolated cellm Claim 35 wherein said cellular response is chemotaxis. 

38. The isolated cell of Claim 34 wherein said mammalian Bonzo is 
5 human Bonzo. 

39. The isolated cell of Claim 34 wherein said ligand is SExCkine. 
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40. The isolated cell of Claim 34 wherein said isolated cell is selected from the 

group consisting of an immortalized B cell, a hybridoma and a recombinant cell 
comprising one or more exogenous nucleic acid molecules that encode said 
antibody or antigen-binding fragment thereof. 
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41. An antibody or antigen-binding fragment thereof which binds mammalian 

Bonzo expressed on the membrane of a cell and inhibits a cellular response to 
binding of ligand to said Bonzo. 



42. The antibody or antigen-binding fragment of Claim 41 wherein said cellular 
15 response is selected from the group consisting of Ca 2+ flux, chemotaxis, 

exocytosis and respiratory burst. 




43. The antibody or antigen-binding fragment )f Claim 42 wherein said antibody or 
antigen-binding fragment thereof inhibits a cellular response in an in vitro assay 
with an IC 50 of less than about 8 |jjjraiL. 

20 44. The antibody or antigen-bindmg fragment of Claim 41 wherein said cellular 




1855.1070-004 



-79- 




%0 



response is d^motaxis. 



45 . The antibody or antigen-binding Segment of Claim 2 1 wherein said mammalian 
Bonzo is human Bonzo. 

5 46. The antibody or antigen-bjnding fragment of Claim 21 wherein said ligand is 
SExCkine 

if 

47. A method of treating j^swbfect having an inflammatory disease, comprising 

administOTiigto said subject an effective amount of an antagonist of mammalian 
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10 48. The method of Claim 47 wherein said ^tagonist inhibits the binding of ligand 
to mammalian Bonzo. 

49. The method of Claim 48 wherejfl said\igand is SExCkine. 

50. The method of Claim 48 wherein said antagonist is an antibody which binds 
1 5 mammalian Bonzo or ar/ antigen-binding fragment thereof. 



51. A method of treating a subject having inflammatory disease, comprising 
administering to said subject an effective amount of an antibody or antigen- 
binding fragment thereof which Wn4<mammalian SExCkine and inhibits the 
binding of said SExCkine to exceptor. 



20 . 52. The method of Claim 51 




said receptor is Bonzo. 
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A method of inhibiting a cellular^sponse to binding of ligand to Bonzo 
expressed on the surface otarleukocyte in a mammal, comprising administering 
to said mammal an effective amount of an antagonist of Bonzo. 

The method of Claim 53 wherein said cellular response is selected from the 
group consisting of Ca 2+ flux, chemotaxis, exocytosis and respiratory burst. 

The method of Claim 53 wherein raid antagonist inhibits the binding of ligand 
to Bonzo. 

The method of Claim 55 whei^/n said ligand is SExCkine. 
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The method of Claim 55 wherein said antagonist is an antibody which binds 
Bonzo or an antigen-binding fragment thereof. . 

A method of inhibiting a cellular response to binding of SExCkine to receptor 
expressed on the surface of a leukoe^e in a mammal, comprising administering 
to said mammal an effective amoqm of,an antibody which binds said SExCkine 
and inhibits the binding of said SfExCkine to receptor. 

The method of Claim 58 wheremWd receptor is Bonzo. 

71 \ 

A method of modulating a^oazTflunction comprising contacting a cell that 
expresses Bonzo^vifnan agent which binds thereto, thereby modulating the 
functionp^^aid Bonzo. 

The method of Claim 60 whefem^aid agent can promote the function of Bonzo. 



The method of Claim 61 whprein said agent is SExCkine. 
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The method of Claim 60 wherein said agent can inhibit a function of Bonzo. 

The method of Claim 63 wherein said agenj/is an antibody or antigen-binding 
fragment thereof. 



The method of Claim 64 where 
consisting of mAb 4A1 1, mAb 



{2 and 



body is selected from the group 
b 7E3. 
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The method of Claim 60 wherein said function is selected from the group 
consisting of ligand binding, ligand-induced chemotaxis, ligand-induced Ca 2+ 
flux, ligand-induced exocytosis and ligand-induced respiratory burst. 

A method of recruiting Bonzo* cells/o a desired location in a mammal, 
comprising locally administerin/ttf said mammal a therapeutically effective 
amount of mammalian SExCkine-at^md location. 

The method of Claim 67 wherei£>$aid desired location is a tumor or a site of 
infection. 

A targeting molecule, comprising a fir^f binding moiety which binds mammalian 
Bonzo expressed on the surface ofi^first cell, and a second binding moiety 
which binds a molecule expressed^on the surface of a target cell 



The targeting molecule of ClairfU)9 wherein said first binding moiety is 
SExCkine or a receptor-bindkfgMgment thereof. 
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The targeting molecule of Claim 70 wherein said targeting molecule is a fusion 
protein and the second binding moiety is an antibody or antigen-binding 
fragment thereof. 

The targeting molecule of Claim 71 wherein said antibody or antigen-binding 
fragment thereof binds a tumor antigen of a viral antigen. 



The targeting molecule of Clai 



/herein said first binding moiety is an 



antibody or antigen-binding fragment\thereof 



The targeting molecule of Cj 
viral or tumor antigen. 



Sim 69 wherein said second binding moiety binds a 



The targeting molecul/of Claim 73 wherein said second binding moiety is an 
antibody or antigenJSinding fragment thereof 

The targeting molecule of Claim 69 wherein said targeting molecule is a 
bispecific antibody which binds Bonzo and a molecule expressed on a target cell 
or a bivalerit antigen-binding fragment thereof. 



A method of effectuating the interactio/of a Bonzo + cell with a target cell in a 
mammal, comprising administering^) said mammal an effective amount of a 
targeting molecule comprising a ittst-frfoiety which binds mammalian Bonzo, 
and a second binding moiety ^nich binds a molecule expressed on the surface of 
said target cell. 



The method of Claim 77 whereM^id target cell is infected with a virus. 




The method of Claim 77 wjteran said target cell is a tumor cell. 
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80. A method of isolating a population of mammalian cells enriched in cytotoxic 
effector cells, comprising: 

a) contacting a suspension of marmrialian cells comprising said cytotoxic 
5 effector cells with an antibadj^r antigen-binding fragment thereof 

which binds to mammafia/Bonzo or a ligand-binding variant thereof 
under conditions suitatff§Jor>mding thereto; 

b) separating bound ceils from unbound cells; and 

c) recovering the bcoind cells. 

ifl 10 81. The method of Claim 80 wherein said antibody or antigen-binding fragment is 

immobilized on a solid support. 

s 

m 82. The method of Claim 80 whereiff^d antibody or antigen-binding fragment 

! . : 

w comprises a detectable label. 

ffi / 

pi 83 . The method of Claim 82 wherein said detectable label is selected from the group 

^ 1 5 consisting of a magnetic^particle, a fluorescent group, an affinity label, a 

^ radioisotope, an epitope, an enzyme and a chemiluminescent group. 



£ 
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84. A test kit for use in detecting the presence of mammalian Bonzo or portion 
thereof in a biological sample comprising 

a) an agent which binds to niarnmalian Bonzo or portion of said receptor; 

A^/ 20 and 

/ b) one or more ancillar/reagents suitable for detecting the presence of a 

complex between /aid agent and said mammalian Bonzo or a portion 
thereof, wherein/said agent is not platelet factor-4. 

85 . The test kit of Claim 84Jffie^rein said agent is SExCkine. 
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86. The test kit of Claim 84 whereu/ said agent is an antibody or antigen-binding 
fragment thereof. 

87 . The test kit of Claim 86/Yherenfsaid antibody inhibits binding of ligand to 
mammalian Bonzo: 
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5 88. The test kit of Claim 87 wherein said antibody is selected from the group 
consisting of / 

a) mAb 4A1 1, mAb 7A2, mAb 7F3 ; 

b) an antibody which can compete with mAb 4A1 1 , mAb 7 A2 or mAb 7F3 
for binding to mammalian Bonzo; 

c) antigen-binding fragments of (a) or (b) which bind mammalian 
Bonzo or a portion thereof; and 

d) combinations of th4 foregoing. 
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89. A test kit for use in detecting the presence of a mammalian SExCkine or portion 
thereof in a biological sample comprising 

a) at least one antibody or antigen-binding fragment thereof which binds to 
a mammalian SExCkine or portion there/f, wherein said antibody or 

5 antigen-binding fragment thereof inhi^ts binding of SExCkine to 

receptor; and 

b) one or more ancillary reagents suitable for detecting the presence of a 
complex between said antibody /r antigen-binding fragment thereof and 
said mammalian SExCkine orA portion thereof. 

10 90. An isolated nucleic acid encodjflgfyie antibody or antigen-binding fragment of 
Claim 28. 

91 . An isolated nucleic acid en/oding the antibody or antigen-binding fragment of 
Claim 29. 
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92. An isolated nucleic apd encoding the antibody or antigen-binding fragment of 
15 Claim 30. 



93. An isolated nucfeic acid encoding the targeting molecule of Claim 71 . 



94. A receptor-Winding fragment of SExCkine. 



95 The receptor-binding fragmenJ^Qaim 94 wherein said fragment binds Bonzo. 
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The receptor-binding fragment of Claim 94 wjierein said fragment has an amino 
acid sequence consisting essentially of an amino acid sequence selected from: 

the sequence of residues 1 -200 ofSEQ ID NO :3 , 

the sequence of residues 30-200>f SEQ ID NO:3, 

the sequence of residues l/lWof SEQ ID NO:3, 

the sequence of residuesp^L9^of"SEQ ID NO:3, 

the sequence of residueI/1-202 w[SEQ ID NO:3, 

the sequence of residues 30-202 of SEQ ID NO:3, 

the sequence of residues 1-155 of SEQ ID NO:3, 

the sequence of residues 30-155 of SEQ ID NO:3, 

the sequence of/esidues 1-117 of SEQ ID NO:3, 

the sequence M residues 30-117 of SEQ ID NO:3, and 

the sequent of residues 30-95 of SEQ ID NO:3. 



